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Abstract of JP8217691 

PURPOSE: To obtain the subject preparation having raised sealing efficiency of a physiologically active substance, suppressed leakage at an early stage after 
administration, keeping the physiologically active substance stably for a long period of time and causing slight loss of the physiologically active substance. CONSTITUTION: 
This preparation comprises (A) a water-insoluble or a slightly water-soluble polyvalent metal salt of a water-soluble peptide physiologically active substance except 
endothelin antagonist and (B) a polymer degradable in vivo. The physiologically active substance preferably contains a water-soluble peptide or its derivative, especially a 
hormone (growth hormone or insulin) cytokinin (interferon) or a growth factor. The polyvalent metal salt is preferably a transition metal salt or a zinc salt and has about 0-0.1 
(w/w) water solubility. The preparation contains about 0.1-50wt.% of the salt. The component B is preferably an aliphatic polyester [lactic acid and glycol (composition ratio 
of 100/0-40060)]. 
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ft, #ns«o«Baiifc±oTjia«^ HRWictt 
*5o. o ia^i/*58 o% (w/w) * satin*, a 

SfcffSKttttO. ia^L#Sj7 0X (w/w) , # 

mz, mz&mi o% (w/v) av^L»9o% (w/ 
# u ^-(D^mmmmmiz^it, »*u w/oxv;v 
ffton*. sutama* «^a^-bf>aHim 

b<tt«i : 3*rtafi±3fc-r*. \Hymt^\H 
ftM&$vv-<D%mmmmwLt<Ditm$i : 1, oo 

0 (v/v) aVil/1 : 1 (v/v) , ffSlXttl : 

1 0 0 (v/v) a^L 1 : 5 (v/v) , ftfcSfSl, 
<ttl : 5 0 (v/v) a^bl : 5 (v/v) 

S Q ^V^COiifcUTHJBSn&w/oXV^g 
>^^^>(C7icffitt 1 ICtIPAT, w/o/wXYj^/a 

[0 0 2 3] *iBTI^6ti^Mttia!M6f« 

a^asa^sttsswB, a# 

a^*5T?*«. KfMtttWBoti^B, 
S^S^LT^O. ia^l/3 0 0 ai, ffSKtttt 
ia^L 1 5 0 junu #fcjff*L<m|l&2a^L 1 0 0 

[0 0 2 4] **W0*iftttlH!Itt, WAtf^^n* 
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(8) 

13 

^g*£^<D«tt)S»]*) * 3KP3B (0J> *^-fe* 

jb («, «*^irm m^tjimm > asm s 
^•©sjgjHB, «affl^o»aBi^) acti/ca^r 

^^tt^o *36Wlc*liT, *fttt»S!l««p(ca 
(«, Tween 80, HCO-60 ^CO#ffiffitt«I, 

a, v>-h-jk y;i/tfh-;k ywmttE) mt 

8 12) t*fc^UT*ttM«il/T*BK:«fflT! 
[0 0 2 5] ®]fc&mttmZ&V^?U%tt)lT!$> 

81 o o um(Dmmr&z> 0 ±ELfcv-f ^n*^Hr;i/ 

[0026] xmmmmmt. m^rmim 

to, tK K, V^7X, ?yK ^ 

x u > t ft £ fc i5 *t is#t K 2 * & tt^K t , 
^astt*»©^r34»7?ftnaj:vio iw 

8 0.0001 &V^L10ng/kg#:SOlBffl*>5afiS^Ilt 
tf*T?#-5. S6fcff*l/<HHe 0.0005 &^Llmg/kg 



#SS¥8 - 2 1 7 6 9 1 
)£A1A> lHStDffSKti, 8 0.0005 
§ 0 S6Klff*Kt4ft 0.0025&V>L10mg/kg#S<7) 
IB 2M}:ii, 49IHtcig^ £Sffitt«S<D 

astern m tttBcDmnn, mm #*» 
ic^viTS^^nsfeco-rftSo r&t^, *attti 

[0 0 2 7] 

###yi 

0. 5 g©R< >XU> (2 7. 3U/mg, r^ty 
>X*t ) £1 0 0mM#«ffc^HJ*-Mc 

^M2 2m\mm^mmt, igo»si»(2 

U MTlSMibL 8 3, 0 0 0 rpm -?&b 

jmnfc*nteK (ospr-22, B£«fwr) ±»s»t 

0 % 7± h x: h U ;l/^^-r S 5 OmMOEDT AigS 
T3P#fflgt5LTfflffib, Sl*^DVh^77Y 
- (HPLC) X'femhtc* 0 0 

mgft&DB-f >X»J>*4 7. 6mgtfbTV^c 
[0 0 2 8] ##^J2 

4 0X*ift*y^*»«l 6 8ml fcxyjVX-r 
Jl/l, 0 0 0ml©iB*^Sk»»*fT, xhnvxw 
SXl 0 4 gS^L/Tojq^c B ^DfcHfi©x-T-;i/ 

Omlffio SM¥^T*85,800©?L^-^U3 

(W^'Jn-;i/i=5 0/5 o 

13 0gSfi^fU>l, 9 0 0m 

s^t^D, H^-^U3-;i/^2'ar^cox5 1 ;i/x 

XfJH 3 1 gSSfe, 
[0 0 2 9] ##«SJ3 

3KB) 9ml©3fSS*fC*#Lft»« 
(C, 9.9 8,2 9.4 3,4 9.8 8,6 9.8 4, 
7 9. 8 1S&I49 9. 7 7 /igCO^KMffi 
tt) * 1 0 0 u 1 
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5, 7, 8, iom z.0^)viti^ 5 ornate 

^W>(Z)&6 0%MgU 7BLb-ett&£l 0 0% 

[0030] mmi 

^>^"7xD>7^77«!2 0 0ml (4 0 01 

aiK^t) (2^mm *«ssimi 

(2 0 0mg/ml) fc l«£#«fc^HJ#A lm 1 
£2JP;LT, ig"&«4 < CfCT-lft#«Lfeo 3, OOOrp 

T, $12 0 0mgCOffi-r>^-7xD>7;i/7 7^& v ^ 

;HIJt = 50/50, »fi5 8 0 0, »3fcJffii£S) 1- 5 

XWXXtJH. 5g^DD^>4mltt* 

i62 0 OrngSSfeUllU (#'J hn» 

o. 1% (w/w) *utfx:;vr;V3-;v (eg-40, b*-& # 

J&fc¥SD ;K?glS7 0 0ml ticftAU ^-t:>§4 
tfctS**— 6, 0 0 0 rpmTs/o/wX 

«2, 0 0 0 rpm 
£fr&V> (05PR-22, Bftfiffr??) Jiffif&fcTfc. ft 5 

ft, c:©fMR*eai^#UT»*tt©^^n*^-fe ^ 

[0 0 3 1] ^JS^J2 

5/25 , fi*¥*£#T*i 3,5 8 

5, fc¥^#T* 4, 4 13, ftftttXXSS) 3. 
6gi:y^DD^^>6. 6g (5ml) &Jq^T«» 

2 0mg ($K»sU>£2 0 OmgM) £^£nn 
^>6. 6g (5ml) fc^lftU W#ftn^l/& 
ft, **$>*"f1f- (#U hn» 0&mfttt 40 
U s/oXYJky3>S#L f#£ftfcs/oXV;l/ 
y3>^»18ttiitT^l^c0. 1% (w/w) 
*Utr^7^ 3 -^ (EG-40, B*^*ft*W) #* 

ms o omi ^tcaAu ^-tr^*^^**- 

K 6, 0 0 0 rpm ts/o/wX7jVya>tL 
Tzo : 0 s / o / wXTJVy 3 > ^MT 3 Wl 

&J2, 0 0 0 rpm ^fr#l£#f££fTft^ (05PR- 

22, BsafWf) ±j*£irc& o #sns«it&3tf 



#M¥8-2 1 7 6 9 1 
^jD*^t;H:D-V>rh-*5 0mg^^0/l> 

>#*£P^£££), 3 0%7irhxhU;i/£^^rf3 

5 omu(DEDTAmm^smmmtvvxmihv, k 

SlMD7h^77^- (HPLC) TSSL-fCc * 
©18*. T-f ^D*y-fe;H 0 OmgS&D-f >XU> 
£6. 2mgMlTV^« 
[0 0 3 2] mM$\3 
XUXD#If>ffi»* (IX*- 11 fttf*3 0 0 
0, H*«a*a» 8ml (1 2 0 0 0BIft¥tt«4 

#) icttflsMtt i g ft^M^juA, mmrc i p#«m 

Lfc e fte>nsfi-&*& 3, 0 0 0 r pmtSi^ll 

TJMgftjfcU ftxuxn#x^>36ftittta7;^5 

>IftfiiOl^»6 0mgS»*ilTS&. ?L8£- 
?U^j«*l^ if U3-;V»Jt=50/5 

0, &fil 4 0 0 0, ft3t«*il) 0. 5g^y^D 
n^>i. 5mll;i8#U:8fi:, MKLfcfflxu 

OmgMU Jf^S^-ftf- (#UhD» T&J3 
0»ffl»ttLs/oX7ik>a>*#t OUT?, 
til tH*fcLT»*tt©T>f ^n*^-fe;H 5 2mg 

[0 0 3 3] H»J4 

*£#S;£lt» ^^^7J< 1 m 1 fc«*U $ s \zmt 
m^mm (l Omg/ml) 1 0 0 jx 1 ft*** S£ 

T#fc 0 JM-^yn-;i*#E<&fl: (?LK/^Un- 
J]/gtl£ = 75/25, #?*9, 8 0 0, ft^M^fi) 0. 

[0 0 3 4] g»0|5 

litt3»3Dx-#!»Eg^ (g-csf) a*fM [7^;i/ 

tfyX^y J 'i^—ifziy (Filgrastin Neupogen) 
(AA«) , 7Ayx>a, 10ml (3X10 

[CLfcCO^, ^{»®;K^?S (10mg/ml) 1ml 
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17 

(*LB/yun-;«Jt=50/50, ^»8, 0 0 0, 

SJ3K*fi^S[) 0. 5gS?9DD^>l. 5ml« 

I4mg»u **?:M1f- (#Uhn» tt» 
3 0#WLs/oX7Jl/y 3 >^#L % 

nmi tnmizvTffimwov'i ?utitt)i<i i om 

gfcftfc. 

[0 0 3 5] SUfi{«|6 10 

«) 5. 2 1mg (2 6U/mg) £5 7mM^K7K^ 
*0. 6 3mn:g»im 0. 0 5NJMMW-HJ 
£A#jg»tO. 3 5ml £fl|J*.T, pHjWtttfiEOfc 

(2 0mg/ml) 0. 2ml£jQ*o 4<C 
•ClftJftBl/fco #6*ISJB^«S»3, 0 0 0 rpm 

S*£JnATaj(gffi«ll/, fit M >X U >M<&* 1 1 20 

(a»/^un-;v»Jt=50/50, #^*6, 0 0 0, 

ftJ3t&fclHfi) 0. 5g*?jDn^^>l. 5mUCit 
itiaLfcith^>XU>I»Illm 
g£Sfe&nU * i Ey^1f- (#UhD» T^3 0$> 

tW*fcLT»**OT>f^n*^-fc*l 0 5mgSi 

[0 0 3 6] JttSfW 

50/50, 0 0 0, fn3£*fE3£® 0. 9g^y 

9UU*9>1. 5mirj«flf: fl 
S^2**ftVitH>XU>10 0mg «ffi^tt 
0. 0 0 0 1 % (w/w) £*T) £*J[IU ^JVf-y^T, 

fti o»IBfl»Ls/oxv;k>a>ftftfc. 

3 0%7^h-HJ;]/£^rT3 5 
0mM<OEDTA»«T3Rrmfii:5LTfflfflU MS 45 
l^DYh^77^" (HPLC) ttitfCo *e<2 



#SS¥8 - 2 1 7 6 9 1 

15 

8. 7mgMLWfco 
[0 0 3 7] 

H»J2T / #^n^»*K0V'f ^n*^ir;i/3 2 3m 

gzmmmm GR«*imi*&D5mgo*w 

U 6a^O«ttSD*^yh©»*fcATS4l/& 
W>xy>ft#*:HZ5*fcDJ»2 0mg) ■ fi^ 

flE£**ftS¥W*i* (E I A) Tfite 

[0 0 3 8] gftffl2 
SI»J4T / #?>n/tY'f^n^7 P ^;l/7 Omg^Slfffl 

»«K (5 gco^aR+^^^Hr^n-x, 2g<z>* 
U V;l/^-h 8 Qfecktf 5 0g(DT>^h-MI» 
lLIC*il/ftiW0 0. 5mlCMl/T, 6«tt 

m (ria) TwgLfc. -tojis*, s#«iaiwa 
[0039] mmsm 

mg&aWffiMl (aSS*lml*&0 5mgO** 
tf+S^^Hr^n-X, lmgO#UVM-h8 
0, 5 0mg(3V>- h~Jl/£^b£t>£>) 1. 7 5 
m 1 fcfl*U 6i^iffiSD|77 h©H«AT« 
M>XU>iS!4*:-E*&D»4 4mg) . 

U >««***feK*»¥tfe (EI A) TlSUCo * 
[0 0 4 0] 



(5D mt. ci. 3 mass jfmmm fi sass^ff^ 

A 6 1 K 39/395 A 6 1 K 37/24 

47/02 37/465 

37/48 
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(11) WM¥8 - 2 1 7 6 9 1 



(72)5fiW# HB9 3WS 

^RjffP>CE*llJfflS44Sll-704^ 
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